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(57) Abstract: The present invention relates to extracts of Marasmins androsaceus L.es Fr, compounds of formula (I) or 
pharmaceutical acceptable e salts thereof, also to its preparation method, pharmaceutical compositions comprising them, use of 
said extracts or compounds for the manufacture of a medicament for the preventing and/or treating hypertension and related 
diseases. 
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i& v£ *7 j&l ^. ^ ^ ^ # tfj ^ %q . 

-f * + ^* 3, 3, 5, 5-Wf*-4-**W, *PT*Mi II 4fc^4fe. 

JUL. . 



Ri *M->h R 2 J® n A * ft » tl 4»:&*Mr Ca-Cs *tfc 
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4Ut-jMfafcxMfc, M RiAJpUi-f-. £ # 



^r^'b^L^^j & M^c$r1& ^t^'b { Marasmius androsaceus 
L. es Fr ) tf-f-jBMliM^. *Mtm&-1$, X^— j*I 1# t ^ > 



o 




H 



II 
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4t%&-'b (Marasmins androsaceus L. es Fr ) H^t, M. 

+ Bfl-*Bfc*^.4fr^3fc/3t*&^, tift-fXi: 5. 512„ 
a. i8L#^#.^r*: 

0. 05%, 0. 1. #^-^®#^tAjL#^#^^ts.-r- 

22-26iC*$**M r , «i± 7-8 iij.i£4p|*, J|hJMLi.8l 

pH=3. 5-4. 0 £fjLig-^ 0 

=l%-100%ii##JL^y^, 80%-90%JL#^^, # #J aK, 1 1 4fc^4^ 

e. #5^ II *&&%hm$r& pH=8-12 S*2fc»t+ , ^^i+^J: 



WO 2005/075423 



PCT/CN2004/001125 



a. 50-100mg/kg #4UM&>lMMff #it&jfe,&^&^$tf;gl£! Ji* 
WJLttflhBUHJ|l. 5-20mg/kg II tt^^M^tt*.*.** 
mm%M -h****9l Jt^l^A**. 3-50mg/kg I 4fc^*WUfr 
Sftf ^ JL^»«S # * 93 Jt <ft flfc&afc*. . ^ *Mfr Bfr ff| 

^IMNfclfr, t &4n&?ML% 5x 10" 4 -I0x 10- 2 mg/ml SI 1*1, 
^'Iti^flM^JW*, J. 3-5 ^HW&^tffe, *^5&^Ht^JT^#- 

# 4-5 'J>Ht (-£1*11* 15 ^HM**— *.). xfrJRI$#^jLjlk*#tfi 

^5xl0- 5 mg/ml, /t^20^#^-^ o 

JL*M1?/8, ^^SMUtr 5xio- 4 -10xlO- 2 mg/ml ft&fflft, 
10" 5 mg/ral ftf, ^Jll^a^i^Ji^J&.'f -f )f JW*#;|Stf&. 

4 *Mtf\ 
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c&Jl, p5i£HL, T^Jk., 
$LSfc&, *g;S«fe&, ^i^Jl, 

J?r t^SOk, #*5MUk, *.44fcJfc&, ^¥8£ 

it, ^T3MHAi^xMfi**t&; 

^^h^^^^^^^JL^^T^^T®^^^^^^ : cr JUL, 

&mmgj, M-mmM, **mji$, fi^mn, iti&s&m 
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^/LJr^, JWMbZi*, &JMbrt«fr, |'U-b^7jC; 

MR, *tU&60, -i-*-«;»Hh -t-*W*L*MH*. 2H^-h=:*M*, ^ 

*iL9§£. I 4fc^^Ti3l*1fiMHfl*l#*Jfll&. fete**** 

^&j/sp^JjPt^J*r. VLi&¥)&fflM J t<fr J t 0. 01 ~ 100mg/kg^^/^, 
* + */ft#J**. lmg/kg-50mg/kg #^/^ 0 

1 
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a. 4tr%&-'b fiL-^ (Marasmins androsaceus L. es Fr ) 

#ffi*#£j&£***HS;Hr: &JL 1-10, 0.3-3, 
JSfc 0. 2-2, 0. 01-0. 1, #«fc-=A*P 0. 02-0. 2, 3sf^ 0. 5-5, 

jMOO. #jL$fc4Mfr*JA*h». 20-30°Ci#iMtT, 
i£i± 10-20 ^^J## 0 

b. ^It-^c^'J^^ (Marasmins androsaceus L. es Fr ) 

}g-^M-M<ifr&m^-i>b%: $u&3-30%, ^^#1-10%, i#Jfc 
0.2-20%, Z&mM 0. 01-8%, >?&fc-IL4f 0. 05-9% o 

JL#^#^t5:-f 20-30°C^#-ftT, ^±5-10^*1-^, M**M. 
iiiMfc, ^^&M->3L-%&o pH-1. 5-6. 0 if jL^# 0 #-j:5-10A„ 

c. #jij^##^^#.«jai±ji^irM^. iooog 

fei±*W, it 30-40 g Ml, 3-5 fe¥i#JUfL 5 ^&£&&'|fc&#c. 
#$U#/f=) 10%^ NaOH&ft, 3-5 ^^L#^^ 5 ^jR 

IMfr, iL#4tJMfr 3g. 

^^^'JIL#: T^: 4M<-=9: 1: 0.1, J8.T*rdj 5 >Nfc,&, *&tt\¥jM 
^i^'JAO. 12, 0. 23, 0.45, 0. 56, 0. 71, -&t> R f ^ 0. 56 

^^'J 2 

^IH^ [3, 3, 5, 5-Wft-4-'M»]^^JM^: 

i in* c mm ] MMj&w$L®&ftmsLfeM:frn, j& 

JYM^lMM: TS|: -iuK=9: 1: 0.1, ^#it^IH^^i« 
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^IM^^Il^W^, *£,&: 54-57°C ifrM). 
ttfrft: C 9 H 17 N0 

%m&. c(%) h(%) o(%) 

i+IMi 69.48 10.96 10.12 

69.68 10.97 10.32 

MS(+FAB)m/z: 156. 2, 149. 2, 102. 2, 98. 2, 83. 1, 74. 0 o 
-f-*^ 155 0 

IR(KBr) cm" 1 : 3318. 93, 2910. 09, 2755. 81, 1727. 93, 1626. 67, 172 
6, 170, 1727. 93, 1626. 67, 1726. 23, 2317. 05, 2997-2465 0 
UV X Me0H „ A xnm: 264.3 ( e 13256 X 

'H-NMRC DMSO, TMS ) 5 ppm: 1. 48( S, 12H, (CH 3 ) 4 ), 2. 63 (S, 4H, (CH 2 ) 2 ) 
9. 67 (S, 1H, NH) „ 

13 C-NMR ( DMS0-D 6 , TMS) 5 ppm: 27. 20 (CH 3 ) 4 , 49. 79 (CH 2 ) 2 , 
59. 09 (C), 204. 35 (C=0) o 

X H- 13 C HMQC^H-'C HMBC^^a^^^-^^^^t^-iL^lo 
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4L 1. 400MHz SWJtlWItf^i II 4&^4frJfc# 





OhU in Hz ppm; 


o 0 (.ppm; 




HMdL 


1 


9. 67 (S, 1H, NH) 








2 


2. 63 (.S, 2H, tn 2 J 


59. 09 (.CJ 


-=? 2 <s: h ^ 


3 '^2- H 


3 




49. 79(CH 2 ) 2 




Mi 3'teM0:& 

fc: 1 7-2- TT -let 2/ 


3' 


1. 48 (S, 6H, (CH 3 ) 2 ) 


27. 20(CH 3 ) 2 




^ 2 4i H ^ 


4 




204. 35 (C=0) 




0 1 tt .let *Z 


5 




49. 79 (CH 2 ) 2 






5' 


1. 48 (S, 6H, (CH 3 ) 2 ) 


27. 20(CH 3 ) 2 




4 5M&M@:& 


6 


2. 63 (S, 2H, CH 2 ) 


59. 09 (C) 







3 

1-2^-3, 3, 5, 5-^^S-4-^^@^ ( 3^ la ) ^/f'J^: 

#^*&#!| 2 #2!)t# IHt^ 0. 3g (1. 94mmol) J? 7. 5mmol 
>ftZ^)&t>£-f 40ml iG7jc^S|, ^rcr^g^^- ^ >^^.<f , 

iML##*^>fciM-# 100ml i-attt- £4ft#T;&*A/^ 8. 5mmol 
Zj%f-4hift ^ 50t^^tTiU& 20-50 ^4to iL£4^^MP 

femfo&M 20ml #JL, &$llft^r&fb4A, jft**Wl*J*J.-f-. iL& 
fL&m^&MMJk^, VX$M\ W(5: DJStJPC, Ia 
flS-IH*: 1-^^-3, 3, 5, J|.-4-#*5t®§l . 

FAB-MS ^tt| m/z 185[M+H] + , ^^.-g-^f *A 184„ 



r^^fe^'] 4 



-9- 



WO 2005/075423 



PCT/CN2004/001125 



3, 3, 5, 5-wS^Jk-4-stefe»f (^Ib^^#) Mi4H4k*: 
#^;&#<| 2 II >fb^4& 0. 5g(3. 22mmol)^ 50ml 

lfet,^^#-^^^^liL>f-b#)(NaHB4),^E. 50°Ci#iN s hTiU& 100-120 

mSLfeMJlr, fm(5: 1 ) Jfcjft, lb ft^ft: 

3, 3, 5, 5-Wfi-4-Mi| 0 

FAB-MS ^iij m/z 158[M+H] + , ^Jt^-^-^*^ 157 B 

^^#J 5 

^ II fc&$hgL$L$Ltf)M%-. 2 ##J^£< II 4fc^dft Ig 

(6. 45mmol), ^. \§7 v^^.'f , 3f#H, ft^&^+^il^L 
300ml Bljgy&#L+, foJ^ 100ml 80°C^ 

4^, #iL10^4t, ^^^S^^J-^p, ^;ir^I 30ml |^t3*>&, 
^isUi, ^t^^^^.^®B^^-10ml o it5.5^Bt, j&tMhft, 
#SiJiC IM-b^^Jk^Jk: 3, 3, 5, ^-4-^SfiJkg£ik 0 

^^i] 6 

a#^M*K ^ II lb ^^#^tJ^lL^^^jtl^^ 

II ^^44^^ lb 0. 5g 

^i^7jc^, lomg/mi ^#^^^. 0 ^u&ji&jm:, m=m 

J*,^ #^L( 1000ml 7jc, NaCl 8g, KC1 0. 2g, MgCl 2 0. lg, NaH 2 P0 4 
0.05g, NaHCOslg, CaCl 2 0. 2g, lg, pH=7. 4 ) >t$*JS&<f t <ft 

4Nfc&*, 3cm <ft-£^, i^^'^^L, JJ^v/M#t, 
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# 20min ^cmBSL^ fcmfft 

# jML (mg/ml ) fe^LBt gj ( ^Hfr ) jfrjfeBfr gj (W 

^•frJilMt- 5xl0" s 16 0.3 

&#3W4& 5xl0 -3 3 5 

£«IIfc&%r lxlO" 4 2 7 

£,IM&^4fr lxlO" 4 3 5 



i^Mtig %L&W : *mfML1ft$M*&&4b* II lb 

w&VnU) &m%L#i ij ^^^m , 

% 5 x 10" 3 , ^ II lb #&4h&. 1 x lO'^'JJrv^SI 1*1 , #Jf& 

^MlftJMMfe^flMfc, * 2-3 ^HI'Bt^^Hf*., ^-f if JJ/Lift*>#Mr 
5-7 *J>Ht 15 ^4t>t^— PM£*i-J*iWWfl*jL 

JiMt#$ML& 5 x 10- 5 mg/ml, 20 a^JptfcJL. $lWM*&$UK 

^ ii ^^^^ ib ^&%ktfi^m h*rj &m*i±*tj»-jfc#£ o 

^*&#<) 7 

JL#4fcM*N ^ II -f-b-^iM?^^ Ia fc&!%!>*f&3L?5bJfc%r1fiftm . 

iUU^ift LOCK ( 1000ml 7jc, NaCl 9g, KC1 0. 35g, MgS0 4 . 7H 2 0 

0. 35g, KH 2 PO 4 0. 16g, NaHC0 3 lg) t> te&ifcJMt^, * # *fjfiL 

•ft\*tf)1£$$4£LZX 45 JU| 2-3mm # A^JlMHJHiUfcfl . 
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^ 2cm ift iL^Mh ffi3&ffl%k'Vjt#L&M. J f- , &&ifi 38°C^v/M# 

1^ 20 ^t^.^:— ^ LOCK 1. 2 x 10 _6 mg/ml If-JiJlMN 

^ la Wj&Jtoftm 10 1. 2 x 10" 6 mg/ml 'If-h 

1/2-1/3, #*JB4l3. 

gUg: ( mg/ml ) fefcBfrpq ( ^4t ) jfcgfj 
^p^'^Jl^.^- 1.2x10" 6 16 1 
MJt>$k$L& 5 x 1 0" 3 3 0. 5 

^IH^ lxio -4 2 0.3 
jUjJfrjH^ lxip- 4 3 0. 3 

;MtfH*JLMi> ^ II W^tyfrg* la 

SML&ffl 5 x io~ 3 ~l x 10^^^^^^JiJrtl#^j&^^Jlfc^^WJtI*- 
^^'J 8 

IL#W1#. II II 4fc^4*nHf $Lfk$L*X&.£* lb -ffc 

tU&l&ifcjfaJfc*.*. (SHR), /fl 40mg/ml &C,Hs-2HlWMif, Hf*#. 

w^.-fiW'^Ji, jM-sfi-ta^jrtjfc, ^j*>mi&^#, &*smm 
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:fcft**;MHNtef- 








£ ( 




















*. 4. 




.4fr, n -ffc^fc^MC I b SHR *.ft 






































.m>./_-La> 














(me/ks) 


Viuiii/ 115/ 




5 


60 


120 


240 




200mg/kg 




179±10 


145 ±12* 


124 ± 10** 


125 ±9. 6** 


162 ±12** 








129 ±16 


107 ± 13* 


88 ± 1** 


87 ±13** 


113 ± 10** 




10me/ke 




174 ±11 


141 ±9. 2* 


120 ± 12 


125 ±14** 


163 ± 12** 








124 ±12 


105 ± 11* 


84 ± 11** 


83 ± 21** 


110 ± 18** 


n 


lOmg/kg 




170 ±9. 3 


139 ±19* 


123 ± 11 


129 ± 17** 


169 ± 14** 
























119 ± 15 


109 ± 13* 


89 ± 12** 


80 ± 23** 


112 ± 16** 


lb 4b^r 


lOmg/kg 




178 ± 13 


140 ± 19* 


121±15** 


126 ±16** 


162 ± 11** 








125 ±17 


1099 ±1* 


88 ± 10** 


89 ± 8. 9** 


107 ± 9. 2** 



















*: P<0. 05 iUMS'tfrHs*.. **: P < 0. 01 J^SSlfaMfc. 

4^*£r*jMi, JL#3UfcKK ^n>f^> £.H4&Mbtf 

it^it^^L^. VoW*&%jfe. 10-200mg/kg <#&S) I*) i$T#$&*k»RH& 
$ jk,£ ft # i&£ft ,&?MF$kffi. . 

2. 5-3. 2kg fl$& 5 X, 4*J&$&«1 8 ttsSrjfc, ^jpJJ&PjgMHH*. 
fc^ **nML4MI (JML6-9X 
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0. 74081 
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